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1. Applicant's election of Class I and P53 in the reply filed on 3/7/07 is 
acknowledged. Because applicant did not distinctly and specifically point out the 
supposed errors in the restriction requirement, the election has been treated as an 
election without traverse (MPEP § 818.03(a)). A request for an election of a single 
sequence of the claimed molecule with the aformentioned characteristics has not been 
made. 

2. Claims 81,82,85,86,102,124,144-150 are under consideration. 

3. The oath or declaration is defective. A new oath or declaration in compliance 
with 37 CFR 1.67(a) identifying this application by application number and filing date is 
required. See MPEP §§ 602.01 and 602.02. 

The oath or declaration is defective because: 

Non-initialed and/or non-dated alterations have been made to the oath or 
declaration (the residence and PO address for Inventor Weidanz). See 37 
CFR 1.52(c). 

Applicant has indicated that a new declaration signed by Inventor Weidanz will 
be filed. 

4. Applicant is required to update the status of all US patent applications disclosed 
in the instant application. 

Applicant has indicated that this issue will be addressed via a substitute 
specification which will be filed. 

5. Applicant is required to amend the specification to identify all sequences with the 
appropriate SEQ. ID. number. 

Applicant has indicated that this issue will be addressed via a substitute 
specification which will be filed. 
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6. The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See In re Goodman, 11 F.3d 
1046, 29 USPQ2d2010 (Fed. Cir. 1993); In re Long/, 759 F. 2d 887, 225 USPQ 645 
(Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970);and, In re Thorington, 418 F.2d 528, 
163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be 
commonly owned with this application. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply 
with 37 CFR 3.73(b). 

7. The rejection of claims 81-83,85,86,124 under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 1-31 of U.S. 
Patent No. 6,534,633 for the reasons elaborated in the previous Office Action is 
withdrawn in view of the amended claims and cancellation of claims that have been 
cancelled. 

8. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

9. Claims 81,82,85,86,102,124,144-150 are rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the written description requirement. The claim(s) 
contains subject matter which was not described in the specification in such a way as to 
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reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. 

a) There is no support in the specification as originally filed for the recitation of 
"alpha and beta variable chain covalently linked together by a second peptide linker". 
Regarding applicants comments, whilst claim 83 disclosed a heterodimeric molecule, it 
did not disclose a heterodimeric molecule containing a linker. Heterodimeric molecules 
are commonly joined via disulfide bonds (aka not containing a linker). Figure 11 
discloses a linker between the c-terminus of a TCR and n-terminus of an Fv. It does not 
disclose a linker between an alpha and beta chain of a TCR. The cited passage of the 
specification, page 19 refers to the linker between the TCR and biologically active 
peptide. It does not disclose a linker between an alpha and beta chain of a TCR. 

b) There is no support in the specification as originally filed for claim 144. The cited 
passage of the specification/Examples refers to the p264 TCR which recognizes the 
specific sequence disclosed in the specification in the context of HLA 2.1. There is no 
disclosure in the specification of the claimed molecule containing a cytokine which binds 
any p53 epitope in the context of any HLA molecule. It also refers to toxin labeled 
molecules wherein cytokines are not toxins. 

c) There is no support in the specification as originally filed for claim 145. The cited 
passage of the specification/Examples refers to the p264 TCR which recognizes the 
specific sequence disclosed in the specification in the context of HLA 2.1. There is no 
disclosure in the specification of the claimed molecule containing a cytokine which binds 
any p53 epitope in the context of HLA 2.1 molecule. It also refers to toxin labeled 
molecules wherein cytokines are not toxins. 

d) There is no support in the specification as originally filed for claim 146. The cited 
passage of the specification/Examples refers to the p264 TCR which recognizes the 
specific sequence disclosed in the specification in the context of HLA 2.1. There is no 
disclosure in the specification of the claimed molecule containing a cytokine which 
contains any TCR which binds said p53 epitope in the context of any HLA molecule. 
It also refers to toxin labeled molecules wherein cytokines are not toxins. 
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e) There is no support in the specification as originally filed for the limitation of 
claim 147/148. The cited passage of the specification discloses said linkers between a 
TCR and a biologically active molecule, but does not disclose said linkers as used 
between an alpha and beta chain of a TCR. 

f) There is no support in the specification as originally filed for the limitation of 
claim 149. The specification, page 19 discloses that "The linker is preferably 
predominantly comprises amino acids with small side chains, such as glycine, alanine 
and serine, to provide for flexibility.". Thus, the cited passage of the specification 
contains the additional limitation that the linker must provide for flexabilty. 

There is no support in the specification as originally for the scope of the claimed 
inventions (aka the claimed inventions constitute new matter). 

10. Based on the Example 1 of the specification, the terms "TCR" and "alpha and 
beta chain TCR" are interpreting as encompassing TCR or TCR chains that contain the 
relevant variable domains, but do not necessarily contain constant domains or intact 
constant domains found in the naturally occurring TCR/ TCR alpha or beta chain. 
Example 1 refers to single chain TCR wherein the disclosed molecule lacks alpha chain 
constant regions. 

11. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 
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(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

12. The rejection of claims 81-83,85,86,101,102,124 under 35 U.S.C. 102(b) as 
being anticipated by Bonneville et al. (US Patent 5,723,309) for the reasons elaborated 
in the previous Office Action is withdrawn in view of the amended claims and 
cancellation of claims that have been cancelled. 

13. The rejection of claims 81-83,85,86 under 35 U.S.C. 102(b) as being 
anticipated by Weidanz et al. (WO 99/18129) is withdrawn in view of the amended 
claims and cancellation of claims that have been cancelled. 

14. The rejection of claims 81-83,85,86 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Weidanz et al. (WO 98/39482) for the reasons elaborated in the 
previous Office Action is withdrawn in view of the amended claims and cancellation of 
claims that have been cancelled. 

15. The rejection of claims 81-83,85,86 under 35 U.S.C. 102(b) as being 
anticipated by Banerji et al. for the reasons elaborated in the previous Office Action is 
withdrawn in view of the amended claims and cancellation of claims that have been 
cancelled. The Banerji reference (WO 96/13593) was of record in the PTO 1449 mailed 
7/26/05 

16. The rejection of claims 81-83,85,86,124 under 35 U.S.C. 102(e) as being 
anticipated by Weidanz et al. (US Patent 6,534,633) for the reasons elaborated in the 
previous Office Action is withdrawn in view of the amended claims and cancellation of 
claims that have been cancelled. 

17. The rejection of claims 81-83,85,86,124 under 35 U.S.C. 102(a) as being 
anticipated by Weidanz et al. (WO 00/23087) for the reasons elaborated in the 
previous Office Action is withdrawn in view of the amended claims and cancellation of 
claims that have been cancelled. 
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18. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 1 02(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

19. Claims 81,82,85,86,102,124,144,145,147-150 rejected under 35 U.S.C. 103(a) 
as being unpatentable over Weidanz et al. (WO 99/18129) in view of Bonneville et al. 
(US Patent 5,723,309). 

Weidanz et al. teach a soluble single chain alpha beta TCR wherein the Valpha 
and Vbeta chain are connected by a linker(see claims 1,2,4 and page 4, penultimate 
paragraph). The alpha beta chains of the TCR are covalently linked by the linker of 
claim 147 ((see page 24, last paragraph) wherein the optimal length would be 
determined via routine experimentation. The linker can contain the amino acids of 
claim 149 (see page 24, last paragraph). The TCR can be specific for a single antigen 
such as P53 wherein the TCR recognizes said antigen in the context of HLA A2.1 (see 
page 34, first paragraph). Weidanz et al. teach said TCR in a pharmaceutical (aka 
therapeutic) composition (see page 42 ). Weidanz et al. teach said TCR in a fusion 
protein containing an effector molecule wherein said effector is attached to the Valpha 
A/beta chain via an intervening Ck or CX chain wherein said chain would function as a 
"peptide linker" (see claim 43). The "includes" of claim 148 is interpreted as equivalent 
in scope to "comprising". Weidanz et al. do not teach that the effector molecule is a 
cytokine. Bonneville et al. teach soluble TCR fusion proteins wherein a TCR is linked to 
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IL-2 (see column 3, lines 40-52 and column 2, last four paragraphs). Bonneville et al. 
teach a therapeutic composition containing soluble TCR fusion proteins wherein a TCR 
is linked to IL-2 (see column 5, lines 52-56). Bonneville et al. teach that the TCR can be 
a covalently linked single chain TCR containing alpha and beta chain variable regions 
(see abstract and column 2, penultimate paragraph). IL-2 is specific for recognition of 
an effector cells (immune cells expressing IL-2 receptor such as activated T cells). 
Bonneville et al. disclose that said TCR/IL-2 fusion proteins can be used to treat disease 
(see column 5, lines 57-60). It would have been prima facie obvious to one of ordinary 
skill in the art at the time the invention was made to have created the claimed invention 
because Weidanz et al. teach the claimed TCR fusion proteins except for use of IL-2 
whilst Bonneville et al. teach soluble TCR fusion proteins wherein a TCR is linked to IL- 
2. One of ordinary skill in the art would have been motivated to do the aformentioned 
because Weidanz et al. teach said TCR in a fusion protein containing an effector 
molecule whilst Bonneville et al. teach soluble TCR fusion proteins wherein a TCR is 
linked to IL-2 and that said TCR/IL-2 fusion proteins can be used to treat disease. 

20. Claim 146 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Weidanz et al. (WO 99/18129) in view of Bonneville et al. (US Patent 5,723,309) as 
applied to claims 81,82,85,86,102,124,144,145,147-150 above, and further in view of 
Theobald et al. 

The previous rejection renders obvious the claimed invention except wherein the 
TCR binds the peptide of claim 146. Weidanz et al. disclose that the TCR can be specific 
for a single antigen such as P53 wherein the TCR recognizes said antigen in the context 
of HLA A2.1 (see page 34, first paragraph). Theobald et al. disclose HLA 2.1 antigen 
restricted CTL which contain TCR which bind the aformentioned peptide (see Table 1 ), 
where said CTL have the best lytic activity of the tested CTL (see Table 1). It would 
have been prima facie obvious to one of ordinary skill in the art at the time the invention 
was made to have created the claimed invention because the previous rejection renders 
obvious the claimed invention except wherein the TCR binds the peptide of claim 146 
whilst Weidanz et al. disclose that the TCR can be specific for a single antigen such as 
P53 wherein the TCR recognizes said antigen in the context of HLA A2.1 and Theobald 
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et al. disclose antiP53 HLA 2.1 antigen restricted CTL which contain TCR which bind 
the aformentioned peptide (see Table 1 ), where said CTL have the best lytic activity of 
the tested CTL (see Table 1 ). One of ordinary skill in the art would have been motivated 
to do the aformentioned because Weidanz et al. disclose that the TCR can be specific 
for a single antigen such as P53 wherein the TCR recognizes said antigen in the context 
of HLA A2.1 and Theobald et al. disclose antiP53 HLA 2.1 antigen restricted CTL which 
contain TCR which bind the aformentioned peptide where said CTL have the best lytic 
activity of the tested CTL. 

21. No claim is allowed. 

22. Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

23. No claim is allowed. 

24. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Ron Schwadron, Ph.D. whose telephone number is 571 
272-0851. The examiner can normally be reached on Monday-Thursday 7:30-6:00 pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christina Chan can be reached on 571 272-0841. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 
Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 



Ron Schwadron, Ph.D. 
Primary Examiner 
Art Unit 1644 




